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Madison 6, Wisconsin

Dear Josh:

Your letter was very welccme. I have thought of
you and Esther many times but on'y recently have I been
able to plan something for tomorrow and find that when
tomorrow came I had at least a 0.05 chance of getting
it done. I can't write about Paris anymore. My snirit
plunges when I think of the wonderful freedom we had in
that city last year. But if you come east some time a
few recollesctions may be possible in the vroper alco-
holic atmosphere.

Monod and Cohn felt last year thast they had made
every effort to “%eer you in touch with their work. You
must be better acquainted with it than I am. At any
rate a lot of their thoughts and data have now b~men put
down in a MS for Advances in Enzymology. I admire them
both, as rersons and as workers. Another American in
Paris, Ravin, has been doing well in Ephrussi's lab.

He has an interesting =ztory on the regulation of the fre-
nuency of exchange hetwean transforming rrinciples.

My own work at the Institute, although really not
hamnered by the 2400 km. of travelling in our Renault,
was no great shakes. I've worked ur methods for esti-
mating with some degree of rrecision the mutation rate of
coli from lac- to lae’s But I was unable to find an in-
fluence on that rate with substences with znd without af-
finities for lactsse and/or a canracity to induce. The
gene se=ms nersonally rretty inviolate and sansitive only
to more general troubles in its environment.

The statistical randomness of this mutation is evi-
dent from the fit obtained betwean the distribution of
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numbers of mutants in replicate cultures and that pre-
dicted by Lea and Coulson. I find in the literature a
few otrer cases which can be shown to fit and never cease
to be astounded by the fact, for the assumrtions used in
L. and C.'s theory are so simple and unrealistic. The
situation is actually n~uite comnlex. Armitace (to be
nublished in the J. Roy. Statistical Society) has con-
sidered the effect of nhenotynic lag and the Oxford
statistician, Kendall, has engagnd to consider a few ad-
ditional assumptions. In the “eanwhile I am writing up
(get to 1t sagain tomorrow?) my nresent thoughts on thege
matters. By the way, you may be interested to know that,
along with the majority of the cases in the literature,
the distributinn of lact mutants in K12 does pnot fit L.
and C. desnite a demonstrable randomness of the mutations.
Although K12 lzc¢= and ML lac™ may be nhysiologically in-
di=tineuishabley, I suspect where one is recessive the
other is dominant (supressor) and hope to te<t this pos-
«ibility. Tell Fcther I'd be harry to hear what <he has
done with thie mutation. Are her recsults published or
could che send me her thesis? I'11 send on my MS to her
as coon as it is prerared. Her findings re the segrega-
tion of ly=ogenicity allow the rost interesting specula-
tions. More power to her.

Back home at Columbia we are carryvirg forward our
selection <tudie=, tryingz to cet unr bactogens, chemostats
and natural -electors and hore to take another crack at
specific induction of mutations. A young fellow, named
WNainwright, from Follack's laboratorv, is workire with me
this year. Pat St. Lawrence is finishing upr an analysis
of a tranclocation involving the nucleolar creganizer chro-
mosome Iin Neurospora. It is so comnlex that I have all
I can do to follow her analysiss; thank Cod, the real sron-
sor is B. McClintock. Sam Gross has begun to work with
Tr and K12 and alrezdy has some intere=ting leads. There
are some graduate students in our microbial eenetics
courses but onr groupr is smaller than of old =znd we =ure
miss Kim.

No cne here since the days of Dave Perkins hss to my
knowledge made heterocarvons between 33757 and other bio-
chemical mutants. I bhelieve Dave did; you rmight ask him.
I've searched my own notes and among hundrades of leucine-
legss=-independent heterocaryeons in a multitude of rermu-
tations I find none of the ~ort you menticn. I agree the
nrobler is worth following up. Once a =tuient from Prince-
ton started to do so, but he f211 in love and left for
medical schonl after vary 1little prrograss. Most neorle
do not see thic typre of nroblem as interesting. The re-
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sult is that my own work stands apart from thet of my
grzduate students and from nierchbial genetics in general.

Josh, who am I to anticirate the workings of your
mindY I can cnly imagine that you are interest=d4 in
Streptomyces in order to understand the relation between
antibiosis, lysog=snicity and recombination. Let me
now what you're aft-r when you find somet»ing out.

By the way, Tom Nelson writes that he hss contacted
you about worting with you next year. Needless to say I
have the zreatest confidence in Tom's abilities and am
sure you would make a fine combination. If I can be of
any help to you in this connection don't hesitate to let
me tnow.

Best regards
Sincerely yours,
‘752 .
Francis J. Ryan

FIR:dj ]



